[image: ][image: logo aou catania]Università degli Studi di Catania
Cattedra di Ematologia
Scuola di Specializzazione in Ematologia
segremat@unict.it
Azienda Ospedaliero Universitaria
Policlinico  Vittorio Emanuele
via  Santa Sofia 78 95124 - Catania. 


Divisione Clinicizzata di Ematologia
con Trapianto di Midollo Osseo
Direttore: Prof. Francesco Di Raimondo



	



Dr. Andrea Duminuco

Division of Haematology, A.O.U. “Policlinico - S. Marco”
University of Catania, 
Via Santa Sofia, 78
95125 Catania, Italy
Phone number: +39 095 378 1997
Fax Number: +39 095 378 2977
e-mail address: andrea.duminuco@gmail.com

Catania, 25.06.2025


to the Editorial Board of “Pharmaceuticals”

Herein, we are pleased to resubmit the manuscript entitled “Old Therapy, New Questions: Rethinking Phlebotomy in a Pharmacologic Landscape”.
Thank you for your suggestions during the review phase. 


We enclose a table below in which we respond point by point to the notes raised during the review phase.

Thank you in advance,
Sincerely,
		
			Dr. Andrea Duminuco




REVIEWER 2

	Reviewer observation
	Author response 

	The manuscript discusses maintaining hematocrit below 45% in PV but does not elaborate on the evidence or risk profile for using lower thresholds (e.g., 42%). Include supporting data or trials justifying such clinical decisions.
	Thanks for your comment. There is no clinical evidences that suggest a lower threshold. We added this concept in the text, evidencing that it isn’t considered in clinical algorithm 

	The section comparing RBC-apheresis and phlebotomy mentions cost-benefit analysis but lacks detail on outcome metrics. Recommend including statistical comparisons (e.g., effect size, confidence intervals) for Hct control duration, quality of life, and adverse events.
	We expanded the section adding the requested informations, evidencing the role of apheresis compared to phlebotomy mentioning other studies

	The concept of “chemical phlebotomy” via rusfertide is compelling but needs deeper mechanistic discussion on how hepcidin mimetics modulate erythropoiesis signaling pathways (e.g., erythroferrone-hepcidin axis) in PV.
	We discussed the erythropoiesis signaling pathways as suggested

	While the paper discusses JAK2 mutations, it should better differentiate therapeutic strategies for JAK2V617F vs. exon 12 mutations, given their potential differences in erythropoietic drive and therapeutic response.

	Interesting comment. Nowadays, the recommendations apply both to patients with the JAK2V617F mutation and those with the exon 12 mutation, as both mutations activate the JAK-STAT pathway and lead to clonal erythrocytosis. We discussed it in the text


	The review presents ropeginterferon and ruxolitinib favorably, but the adverse effect profiles, resistance mechanisms, and patient selection criteria are underexplored. Suggest adding data from registries or real-world evidence on long-term tolerability.

Table 1 lacks quantitative comparisons (e.g., Hct reduction %, time to response). Add a column summarizing clinical efficacy endpoints across agents to allow clearer comparison, especially in terms of replacing phlebotomy
	We improved the text according to. For JAK2i and IFN therapies, we added little other data, considering that the central point of the review is phlebotomy and potential future molecules in PV, not the available treatment landscape in this condition. The same for the Table, where the clinical trials are ongoing and the results are mentioned in the third column.
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